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Department Of Health And Human Services

National Institutes Of Health

National Institute Of Environmental Health Sciences

Minutes of The National Advisory Environmental Health Sciences Council

May 17, 2004

The National Advisory Environmental Health Sciences Council was convened for its one
hundred twelfth regular meeting on May 17, at 8:30 a.m., at the Sheraton Imperial Hotel and
Convention Center, Durham, North Carolina. The meeting was open to the public from 8:30 a.m.
until 2:30 p.m. The meeting was closed for consideration of grant applications on May 17, 2:30
p.m. to 4:00 p.m. Dr. Kenneth Olden presided as Chair on May 17, 2004.

Members Present:

Douglas Benevento, J.D.
Teresa Bowers, Ph.D.
Deborah Brooks

Charlie Coon,J.D.

Joan Cranmer, Ph.D.
Elaine Faustman, Ph.D.

George Friedman-Jimenez, M.D.

Bernard Goldstein, M.D., Ph.D.
Frederick P. Guengerich, Ph.D.
David Losee, J.D.

Martin Philbert, Ph.D.

Peter Spencer, Ph.D.

Peter Thorne, Ph.D.

James G. Townsel, Ph.D.

Members Absent:

Dale Eastman

Michael Gallo, Ph.D.
George Gray, Ph.D.
Frank Talamantes, Ph.D.

Ex Officio Members Absent:

Eric L. Stephens

Liaison Members Present:

Marion Ehrich, SOT
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Members of the Public Present:

George Lambert, Ph.D.
Bruce Lanphear, M.D.

NIEHS Staff:

Kathy Ahlmark

Janice B. Allen, Ph.D.
Beth Anderson

Lisa Archer

David Balshaw, Ph.D.
Martha Barnes

Linda Bass, Ph.D.
Sharon Beard

Lutz Birnbaumer, Ph.D.
David Brown

Gwen Collman, Ph.D.
Allen Dearry, Ph.D.
Dorothy Duke
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Rich Freed

Janet Guthrie
Kimberly Gray, Ph. D.
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Mike Humble, Ph.D.
Ethel Jackson, D.D.S.
Laurie Johnson
Annette Kirshner, Ph.D.
Dennis Lang, Ph.D.
Cindy Lawler, Ph.D.
Charle League
Elizabeth Maull
Carolyn Mason

Patrick Mastin, Ph.D
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Michelle Owens

Ted Outwater

Joan Packenham, Ph.D.
Jerry Phelps

Chris Portier, Ph.D.

Les Reinlib, Ph.D.
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Anne P. Sassaman, Ph.D.
Carol Shreffler, Ph.D.
Shobha Srinivasan, Ph.D.
William Suk, Ph.D., M.P.H.
Claudia Thompson, Ph.D.
Fred Tyson, Ph.D.
Bennett Van Houten, Ph.D.
Charles Wells, Ph.D.
Brenda Weis, Ph.D.
Samuel Wilson, M.D.
Leroy Worth, Ph.D.

Other Federal Staff:

Ross Shayiqg - CSR

I. CALL TO ORDER AND OPENING REMARKS

The one hundred twelfth regular meeting of the National Advisory Environmental Health
Sciences Council was called to order by Dr. Olden. Dr. Olden welcomed the members of the
Council and introductions were made around the room.

1. REVIEW OF CONFIDENTIALITY AND CONFLICT OF INTEREST PROCEDURES
- Dr. Kenneth Olden

Dr. Olden read the requirements of the Government in the Sunshine Act. All aspects of the
meeting were open to the public except those concerned with review, discussion and evaluation
of grant applications and related information. The Chairperson explained policies and procedures
regarding confidentiality and avoidance of conflict of interest situations.

I11. CONSIDERATION OF MINUTES OF February 23-24, 2003 MEETING

Council accepted the minutes without change.

FUTURE COUNCIL MEETING DATES

September 13-14, 2004 NIEHS

February 15-16, 2005 NIH - Bethesda

May 23-25, 2005 NIEHS (with Leadership Retreat)

IV. REPORT OF THE DIRECTOR, NIEHS - Dr. Kenneth Olden

Dr. Olden began his report by commenting on the Congressional Hearings and NIH's request for

28.8 billion dollars for FY 2005. There is a proposal to reduce the out-year cost-of-living
increase to 1.9% so NIH could fund 10,393 new grants in 2005 (same number as in 2003). The
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number was increased in 2004 by 258 grants. The doubling ended in FY 2003. In FY 2004 there
was a Congressional recision that cost the NIH approximately $165 million dollars; the HHS taps
cost the NIH approximately $570 million dollars; and extramural facilities construction was $119
million. These were all unanticipated reductions. Senator Spector is trying to increase the NIH's
budget by $1.3 billion but there has not been a similar effort made by the House. There were
questions at the hearing about the adequacy of the number of stem cell lines. Dr. Zerhouni's
testimony to Congress was outstanding and when asked how NIH would spend this money he
responded that the greatest need was translation and clinical research. Gene-environment
interactions are an important aspect of many of the new NIH initiatives, so this bodes well for
NIEHS.

Conflict of interest issues have been a major issue with Congress. An article in the Los Angeles
Times pointed out problems, though no laws were broken. The appearance was the concern in
terms of public trust. There are several questions that come out of the conflict of interest issues:

e Will changes hinder translation of biomedical research?

e Isitinthe public interest for scientists to have consulting /collaborative relationships with drug
and biotechnology companies? NIH scientists who do not participate in funding decisions are
much like university scientists.

e Can scientists work in the public interest when they may at the same time have a financial
interest in a company?

e Will the lure of profit corrupt biomedical research?

e  Will fuller disclosure solve the problem? There is value in having interactions between basic
research and the organization that are translating the research into practice.

The rules and regulations at NIH were relaxed in 1995 by Dr. Varmus to be in line with other
agencies. Prior to the rules being relaxed, senior leadership could not accept any payments from
outside sources. Other NIH employees could earn up to $25,000 year from a single source and
$50,000 year total. The change in 1995 allowed senior leadership to consult with permission
from NIH and financial disclosure. Dr. Zerhouni appointed a Blue Ribbon Committee which has
made recommendations that tighter limits on outside income and conflict-of-interest rules. The
panel was co-chaired by Dr. Bruce Alberts and Mr. Norman Augustine. The committee also
made note that it is important that NIH scientists are able to interact with industry and academia.
Congress is very concerned and may ban all consultation with pay. Implications are potentially
harmful in that there is no inducement to collaborate and no attraction for recruitment. However,
limits on how much one can earn will almost certainly be imposed. NIEHS does not have any
problems in this area.

An editorial in The Scientist, "The Right and Wrong Way to Lead," was about the NIH and the
Research and Development Office of the Department of Veterans Affairs. Dr. Zerhouni was
cited for how he is dealing with the conflict-of-interest issues, stem cell research and sex
research., whereas the Department of Veteran's Affairs is under scrutiny. Dr. Olden
complimented Dr. Zerhouni on his open, forthright style.

Dr. Olden then commented on several new developments related to NIEHS that have received
press attention or other visibility.
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According to an article in the May issue of Pediatrics, breastfeeding appears to reduce
significantly the chances that babies will die the first year of life. This study was led by Dr.
Walter Rogan, an NIEHS epidemiologist.

Researchers at the Columbia Center on Children's Health, in an article published in
Environmental Health Perspectives, showed for the first time a benefit to newborns in terms of
increased birth weight from the Federal ban on home use of two insecticides, chlorpyrophos and
diazinon.

Funding of four Centers for Oceans and Human Health (a total of $5 million annually for the
next five years) by NIEHS and the National Science Foundation (NSF) has been favorably
received, and Congressional briefings are scheduled with with The National Oceanic and
Atmospheric Administration (NOAA) and NSF. NOAA has new authorization for similar centers
and hopefully will be able to coordinate. NIEHS/NSF collaborations began several years ago.

The National Children's Study was also in the press with a nice write-up in the Washington Post.
The study looks at the first weeks of pregnancy thru age 21. There will be a cohort of 100,000
pregnancies at 35 to 40 Centers around the nation. The estimated cost is about $3 billion. While
some funds have been appropriated for planning, much more will be needed.

The Built Environment Conference was a big success. There were over 600 registrants and the
conference generated lots of enthusiasm. Dr. Zerhouni and Secretary Thompson were there in

addition to Dr. Satcher and Dr. Sullivan. This was an important conference and many agencies
will have to be involved in solutions and high level interagency leadership will be requested.

V. Update on the NIEHS Director's Search - Dr. Frederick Guengerich

Dr. Guengerich reported on the activities of the search committee to date. Information was
provided such as the member roster, the job announcement and the advertisements. Over 30
applications were received. The search committee had several meetings and conference calls. A
short list has been sent to Dr. Zerhouni. Dr. Goldstein gave tribute to thank Dr. Olden for his
leadership.

V1. Division of Research Coordination, Planning and Translation (DRCPT) - Dr. Allen
Dearry

A new division was created approximately one year ago by Dr. Olden. This division works to
ensure that NIEHS research is provided to and easily accessed by professionals and communities
to improve public health. Americans want more information about public health. The majority of
Americans support an increase in spending on biomedical research but greater than 50% have
difficulty understanding and using the available health information. It is not real clear who the
public trusts to provide that information.

There are many initiatives ongoing to enhance scientist-public interactions. The goal is to create
two-way communication to be more proactively engaged with community at large. There are a
number of benefits to this program but also a number of challenges. The major initiatives include
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the establishment of Task Force 5, Obesity and the Built Environment, and NIEHS
Spokespersons and internal coordination within NIEHS concerning communication. This
division is also involved in coordination of the Roadmap, NIH Public Trust initiative, Trans-NIH
Obesity Initiative and the NIH Prevention Research Committee.

Next steps include a communications audit; evaluation of the NIEHS external web; development
of a NIEHS press kit; creation of an on-line press room; and offer of EHP news content thru
Center Community Outreach and Education Programs. There are also Town Meetings scheduled
through 2004 with the following subjects: Children and the Environment in Boston,
Environmental Influences and Cancer in Chicago and Urban Sprawl in Atlanta. Translation will
be addressed with a DRCPT and other collaborative efforts relating to environmental medicine
and public health and integration of education, public input and research functions.

In the discussion that followed, a question was asked about how locations and communities for
town meetings are chosen. Dr. Olden responded that NIEHS leadership will go anywhere it is
invited and there is someone willing to organize the meeting. He continued by describing how
NIEHS is proactive in identifying and responding to opportunities.

VII. Scientific Director's Report (See attachment B)

Dr. Birnbaumer gave an update of the Division of Intramural Research and the recruitments that
are ongoing. The Laboratory of Neurobiology is a new lab and its creation involved the
reshaping of the existing resources. Dr. Dale Sandler is now the permanent chief of the
Epidemiology Branch. This branch has a number of different focus areas. Other new
appointments were reported, and the selection of Dr. Marilyn Diaz for the Presidential Early
Career Award in Science and Engineering was noted. This is a very prestigious award and it is an
honor for both Dr. Diaz and NIEHS.

VII1I. Centers for Children's Environmental Health Research and Prevention (See
attachment C)

Dr. Collman opened with description and summary of the Children's Centers. The Centers
conduct multidisciplinary basic and applied research in combination with community - based
prevention research projects to support studies on the causes and mechanisms of children's
disorders.

Dr. George Lambert directs the Center for Neurotoxicology and Exposure Assessment at
University of Medicine and Dentistry of New Jersey, which is focused on autism. Dr. Lambert
thanked Dr. Olden and named collaborators and partners for this center. He described autism and
stated that it is a public health priority and that the cost of the health services is very large.
Environment is important and we know that environmental exposure have a negative impact on
normal children so the question is, "What is the impact on autistic children?" There is some
evidence that chemicals can increase the incidence of expression of ASD (autism spectrum
disorder). The Center consists of 3 basic science and 2 chemical projects and more information
can be found at http://www.eohsi.rutgers.edu/childhood/index.shtml
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Data are too limited at this point to compare children with autism with normal children in terms
of exposures and outcomes. However, there will no doubt be new chemicals of concern based on
the Centers for Disease Control analysis of population exposures, and there will be a need to
look at the role of specific polymorphism and gene environment interaction.

Dr. Bruce Lanphear from the Cincinnati Children's Environmental Health Center described their
program, which has a focus on residential exposures (http://www.cincinnatichildrens.org). A
study of childhood blood lead levels and rates of arrest showed a significant does-response
relationship. Other studies have shown that the greatest decrements in 1Q in lead-exposed
children is at levels below 10mg/dl. So there are important public health implications of their
work, though the specific mechanism is not known.

The researchers in this Center are also studying prenatal tobacco smoke exposure and
polymorphism in the DAT gene. These studies are showing a striking dose- response relative to
negative behaviors such as ADD. Other tobacco exposure research is ongoing exploring impacts
on asthma, and there are suggestions that cotinine may be more than a marker of tobacco
exposure and itself a toxin. Other research in this center is described in the Web link.

Council members thanked the presenters and asked Dr. Lambert about his response to questions
from parents regarding interventions in autistic children. He responded that scientists are
comfortable with general information on reducing exposures. However, based on previous
studies, he does not recommend chelation. He and other researchers are trying to get information
from instances in which patients are using this anyway. Other comments related to the use of
prevention/intervention studies as a way of helping to generate hypotheses to test.

IX. NIEHS Coordinating Center for Rodent Genetics - Dr. William Shrader (See attachment
D)

Dr. Schrader discussed the Coordinating Center for Rodent Genetics and the concerted approach
for the use of genetically defined experimental animals for projects unique to the mission of
NIEHS and the National Toxicology Program. The goals of the center are to foster improved and
more predictive genetic-based models, to serve as a national conduit for study of environmental
agents, to review all mouse genetics initiatives at NIH and to look for opportunities for NIEHS
and to represent NIEHS on related projects. The Strategic Plan (see attachment) outlines these
objectives. Dr. Schrader's presentation emphasized the importance of phenotypic analyses and
also the wide range of chemicals of interest. This makes NIEHS interests unique, and the
National Toxicology Program has very valuable phenotypic database that will be an important
element.

X. Report of the Director, DERT - Dr. Anne Sassaman (See attachment E)

Dr. Sassaman began her report by following up on items from the February meeting of the
Council. She reviewed the status of NIH Roadmap initiatives and the process by which they
would be reviewed by the councils/boards of the lead institutes over the summer. NIEHS is not a
lead institute, and this council review would be required only if we decide to fund an application
with NIEHS funds. In that case, the application(s) could be reviewed at the September meeting.
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The second follow-up item involved questions regarding the Council-delegated authorities which
were reviewed and approved in February. New members had asked for additional information
about actions under these authorities, and Dr. Sassaman provided a document listing the
authorities and examples of staff actions under each. One member of the Council stated later that
he still had questions and wished to have a discussion of this topic at the September Council
meeting.

Dr. Sassaman then reported on an interim assessment of the NIEHS Transition to Independent
Positions (TIP) Award, covering the period 1999-2003. This award, first announced in 1998,
provides a unique mechanism for attracting and supporting the transition to independent faculty
positions of exceptionally talented new investigators who can impact the field of environmental
health sciences. Over the five-year period through Fiscal Year 2003, 35 applications have been
approved for funding and 27 have been activated. Since the goal of the program is to increase the
probability of successfully competing for RO1-type research grants, the assessment included a
look at the number of applications submitted by and funded for the cohort, analyzing by
intramural and extramural TIP applicants. The numbers are too small to draw any conclusions at
this point, but the success rate for both groups is not impressive. NIEHS will continue to monitor
the progress of the TIP recipients to be able to draw conclusions with more data regarding the
overall success of our investment in this Program.

Council members expressed their interest in and general support for the TIP program. There was
discussion regarding the requirement that the recipient obtain a tenure-track appointment at an
academic institution in order to activate the award. It was pointed out that the tenure concept is
undergoing significant changes in the academic community, and all agreed that the primary issue
is an appropriate level of institutional commitment to the young investigator. Dr. Carol Shreffler,
who administers the Program, responded that there is flexibility in it and that she works closely
with the recipients as they look at positions and obtain employment.

The next item on the DERT Director's report was a brief presentation of a proposal to establish a
partnership with the Avon Foundation though which a conditional gift of $250,000 would be
used to support communication and outreach activities of the Breast Cancer and the Environment
Centers Program. Council voted unanimously to accept this conditional gift. The specifics of the
transfer will be developed with review and approval of appropriate legal staff of the NIH.

Dr. Sassaman concluded her presentation with a review of early council concurrence (ECC) and
a proposal for its use by NIEHS. The primary advantage for this institute is that it will aid in the
workload distribution for grants management staff, but it would also be useful as a means of
reviewing RFAs or single applications that may not have been ready for Council at the time of
the regular meeting. She presented a set of parameters that would determine the cohort of en bloc
applications available for ECC as well as the proposed process. A panel of three members
appointed in advance by the Council Chair would act on behalf of the Council; however,
information on the list would be available to all members and any member could electronically
remove an application from the en bloc list for review at the meeting itself. The proposal was
unanimously accepted by the Council and will be used for the February Council round.

CLOSED PORTION OF THE MEETING
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XI. Consideration of Grant Applications - Dr. Anne Sassaman and DERT Staff

This portion of the meeting was closed to the public in accordance with the determination that it
was concerned with matters exempt from mandatory disclosure under Sections 552b(c)(4) and
552b(c)(6), Title 5, U.S. Code and Section 10(d) of the Federal Advisory Committee Act, as
amended (5 U.S.C. Appendix 2).

There was a discussion of procedures and policies regarding voting and confidentiality of
application materials, committee discussions and recommendations. Members absented
themselves from the meeting during discussion of and voting on applications from their own
institutions, or other applications in which there was a potential conflict of interest, real or
apparent. Members were asked to sign a statement to this effect.

XIl. REVIEW OF APPLICATIONS

The May 2004 Council considered 388 applications requesting $90,591,116 in direct cost. The
Council recommended 207 applications with a total direct cost of $53,376,956.

XI11. ADJOURNMENT OF THE NAEHS COUNCIL

The meeting was adjourned at 4:00 p.m. on May 17, 2004.

Attachments:

A. Council Roster

B. Report of the Director, DIR - Dr. Birnbaumer; Adobe Acrobat Format

C. Centers for Children's Environmental Health Research and Prevention - Abstracts

D. NIEHS Coordinating Center for Rodent Genetics - Dr. Schrader
E. Report of the Director, DERT - Dr. Sassaman




Division of Intramural Research

NAEHS Council Update

May 2004

Attachment B



DIR RECRUITMENTS

Senior Clinical Investigator The Office ofClinical Research is recruiting a tenured, senior investigator to
conduct clinical research in the general area ofwomen's reproductive health. The person selected will be board
certified or eligible in obstetrics and gynecology, and will conduct a clinical research program in some aspect
of disorders ofwomen's reproductive health. There is particular interest in the influence of environmental
factors on malignant and non-malignant disorders ofwomen's reproductive health; examples ofpossible topics
for study include endometriosis, polycystic ovary syndrome, uterine fibroids, infertility of various types,
premature ovarian failure, microchimerism, epigenetic disorders, cancer prevention and/or vaccines. Studies
will be designed to help understand basic pathophysiology and aid in the development of new treatments for
these conditions. The successful candidate will be expected to have an active clinical research program in
his/her specific field of interest and to play an active role in the Gynecology Consult Service at the NIH
Clinical Center in Bethesda. A search committee chaired by Dr. Darryl Zeldin, Laboratory ofRespiratory
Biology, has been formed.

Tenure-track Immunologist The Laboratory of Respiratory Biology has conducted a national search for a
cellular/molecular immunologist. The candidate will be expected to establish a high-quality independent
research program in pulmonary immunology in a laboratory with diverse research interests and
backgrounds. The successful candidate will have research strengths in, but not necessarily limited to,
pulmonary biology (such as mechanisms of tolerance, allergy, adaptive and/or innate immune response to
respiratory infections, etc). Dr. Farhad Imani, currently an Assistant Professor ofMedicine at the Johns
Hopkins University School ofMedicine, has accepted this position.

Tenure-track Environmental Epidemiologist

The Epidemiology Branch has conducted a national search for an environmental epidemiologist.
This person will be expected to develop an outstanding research program on the effects of
environmental exposures and risks of chronic disease. Dr. Honglei Chen, currently an Instructor at
the Harvard School of Public Health, has accepted this position.

Tenure-track or Tenured Biostatistician The Biostatistics Branch has conducted an international search for a
tenure-track or tenured statistician to conduct independent research on methods development in statistical
genetics. The successful candidate will be expected to develop statistical methods for family-based studies
aimed at identifying and mapping genes that influence risk modifying quantitative traits or diseases or that
interact with the environmental agents that cause human disease. An offer has been extended to a the leading
candidate.

Tenure-traCk Investigator -Embryonic Stem Cell Biology The Laboratory ofMolecular Carcinogenesis
is conducting a national search for a Tenure-Track Investigator in embryonic stem cell biology with
research strengths in, but not necessarily limited



to, development and epigenetics. The search committee, chaired by Dr. Jean Harry, Laboratory of
Neurobiology, has recommended candidates.

Tenure-track Investigator -Cancer Biology

The Laboratory of Molecular Carcinogenesis is conducting a national search to recruit a Tenure
Track Investigator in cancer biologist with research strengths in, but not necessarily limited to,
chromatin, transcription, and epigenetics. The search committee, chaired by Dr.Michael Resnick,
Laboratory of Molecular Genetics, has recommended candidates.

Tenure-track Investigator-Endocrinology

The Laboratory of Reproductive and Developmental Toxicology is conducting a national search for a
Tenure-Track Investigator in hypothalamic-pituitary-gonadal reproductive neuroendocrinology. The
individual selected for this position will have a record of accomplishments in the field of mammalian
reproductive neuroendocrinology, with a research emphasis on the regulation and function of the
hypothalamic-pituitary-gonadal axis in reproduction. A search committee, chaired by Dr. Mariel
Bimbaumer, Laboratory of Signal Transduction, has been formed.

Deputy Director, NTP Interagency Center for the Evaluation of Alternative Toxicological
Methods

The Environmental Toxicology Program is recruiting a staff scientist to serve as Deputy Director of the
National Toxicology Program Interagency Center for the Evaluation of Alternative Toxicological Methods.
The candidate will have responsibility for managing and overseeing external independent scientific peer
review of new, revised, and alternative test methods submitted for evaluation by the Interagency Coordinating
Committee on the Validation of Alternative Methods (ICCVAM). The incumbent will also work with the
Director to manage and oversee all aspects of scientific and administrative activities within the Center,
including validation studies, workshops and coordinate test method reviews and other relevant activities with
the ICCVAM, appropriate ICCVAM Interagency Working Groups, and other national and international
regulatory and research organizations. Priority will be given to applicants with demonstrated ability to foster
effective scientific review and results, and who possess a level of managerial and executive ability to create an
atmosphere for maximum creativity, productivity, and cooperation. The candidate should hold a veterinary or
medical degree, or a doctoral degree in toxicology or a related field, and have demonstrated credentials in
scientific review, the validation of standardized toxicological test methods, and an understanding of the
principles of chemical safety evaluations necessary to support public health. A search committee, chaired by
Dr. Michael Shelby, National Toxicology Program, is evaluating candidates.

Staff Scientist--Toxicologic Pathologist The Laboratory of Experimental Pathology has conducted a
national search for a toxicologic pathologist to provide support and peer review for the National
Toxicology Program toxicity and carcinogencity studies and to provide support for NIEHS researchers. Dr.
Gail Pearse, currently a Research Fellow in the Laboratory ofExperimental Pathology, has accepted this
position.

Staff Scientist-Toxicogenomics

The National Center for Toxicogenomics (NCT) of the National Institute ofEnvironmental Health
Sciences has conducted a national search for a Staff Scientist to lead a core facility to support a
research program to direct the basic research applications of gene expression technologies within the
NCT. The NCT is conducting an aggressive research program to apply genomic technology to



toxicology and to facilitate the identification ofbiomarkers of specific adverse effects of exposure to
environmental agents including drugs, chemicals, and stressors. The activities ofthe Center will enable
other investigators to probe the complexities of the mechanisms of normal genetic and metabolic
pathways and to subsequently learn how diseases occur when these pathways malfunction. The search
committee is chaired by Dr. Elizabeth Murphy, Laboratory of Signal Transduction. An offer has been
extended to a leading candidate.

Staff Scientist-Epidemiology

The Epidemiology Branch of the NIEHS is seeking a staff scientist with interests in breast cancer,
genetic susceptibility and biomarkers of exposure to be the project director for the Sisters Study, a
large cohort study of genetic and environmental risk factors of breast cancer. Primary duties will
include maintenance of a large specimen bank, oversight of data collection and fieldwork, data
analysis and publication. The incumbent will serve as the interface among Branch, laboratory and
contract support staff, will serve on the Steering Committee for the study, participate in priority
setting for use of study data as well as collection ofnew data, and will conduct research using the
cohort data. While the primary focus ofthe study is breast cancer, it will be possible to carry out
research on other outcomes within the cohort. A search committee chaired by Dr. Barbara Davis,
Acting Chief, Laboratory ofWomen's Health, is interviewing candidates.

Staff Scientist-Bioethics

The Office of Clinical Research has conducted a national search for a bioethicist to be involved
with health policy research on the effectiveness offederal and Institutional Review Board
regulations in addressing clinical studies,and The search committee:is

chaired by Dr. Ronald Mason, Laboratory of Pharmacology Chemistry. An offer has been
extended to a leading candidate.

Staff Scientist-Mass Spectrometry

The Laboratory of Structural Biology, Environmental Biology Program is seeking a Staff Scientist to
serve as Head of the Protein Microcharacterization Facility and who will be responsible for the
MALDIIMS, MALDIIMSIMS and capillary HPLC/ESIIMSIMS identification of proteins isolated by I-
D and/or 2-D gel electrophoresis, in-gel digestion, determination ofsites ofpost-translational protein
modifications, identification of sites of interactions in protein complexes by limited proteolysis, protein
purification by LC, and use of affinity techniques combined with MS. Additional duties will include
close interaction with Institute scientists serving as a mass spectrometry expert during the planning and
execution of experiments, supervision of laboratory technicians, and providing training to Institute
personnel in the interpretation of mass spectral data. A search committee chaired by Dr. Trevor Archer,
Chief, Laboratory of Molecular Carcinogenesis, has been formed.



DIR RECRUITS

Dr. Leping Li
Biostatistics Branch

Dr. Leping Li joined the Biostatistics Branch in December, 2003, as a tenure-track principal investigator.
Dr. Li was trained in medicinal chemistry (Ph.D. 1994, University of North Carolina at Chapel Hill).
After graduation, Dr. Li worked with Drs. Thomas Darden (Laboratory of Structural Biology, NIEHS)
and Lee Pedersen (UNC and Laboratory of Structural Biology, NIEHS) on molecular modeling. Three
years ago, Dr. Li made the transition from molecular modeling to bioinformatics.

Dr. Li is pursuing two interrelated areas in bioinformatics, gene expression data analysis and promoter
sequence data mining. Although, gene expression profiling study has provided valuable information
about the expression changes of individual genes in response to environmental toxicants/stressors,
investigators often face the challenges of making sense of the changes in a global prospective as the tools
for integrating individual genes into functional pathways and networks remain undeveloped.
Statistical/data mining approaches are urgently needed to make optimal use ofthese high-dimensional
data. This need becomes greater as the size and complexity ofgenomics data are generated and biological
questions to be addressed become more sophisticated. In collaboration with colleagues in the Biostatistics
Branch, Dr. Li is developing computational methods for analysis of microarray data. In addition, Dr. Li is
developing computational methods that combine the Gibbs sampling with phylogenetic
footprinting,techniques to searchfor cis-regulatorymotifs thepromoterregipn genes.Thegoalisto
combinegene expression data and genomic sequence data to find meaningful relationship between
sequence and function.

Selected Publications

Liu D, Umbach D, Peddada S, Li L, Crockett PW, Weinberg CR. A random-peroids model for
expression of cell cycle genes. Proc. Nat!. Acad. Sci. USA, in press.

Li L, Umbach DM, Terry P, Taylor IA. Application of the GA/KNN method to SELDI proteomics data.
Bioinformatics, 2004.

Peddada SD, Lobenhofer EK, Li L, Afshari CA, Weinberg CR, Umbach D. Selecting and clustering
genes using order restricted inference methodology with applications to time-course microarray data.
Bioinformatics, 2003, 19, 834.

Li L, Weinberg CR, Darden TA, Pedersen LG. Gene selection for sample classification based on
gene expression data: study of sensitivity to choice ofparameters of the GA/KNN method.
Bioinformatics, 2001, 17, 1131-1142.



Dr. Angela King-Herbert
Laboratory of Experimental Pathology Branch

Dr. Angela King-Herbert joined the Laboratory of Experimental Pathology Branch (LEP) ofthe
Environmental Toxicology Program (ETP) at the NIEHS as the head of Laboratory Animal
Management/Staff Scientist for the National Toxicology Program (NTP) in January 2004. Dr. King-
Herbert received her DVM degree from Tuskegee University in 1984. After several years of practicing as
a small animal clinician, she returned to North Carolina State University, where she completed a
residency program in Laboratory Animal Medicine. Dr. King-Herbert served as Director of a centralized
animal facility, the Biological Resources Facility, for the College of Agriculture and Life Sciences at
NCSU, in addition to serving as an adjunct professor in the Department of Zoology. Upon leaving
NCSU, she became the Attending Veterinarian and Manager of Animal Biology in the Inhalation
Toxicology & Animal Biology Division ofRJ Reynolds Tobacco Company.

At the NIEHS, Dr. King-Herbert is responsible for developing and managing a program to supply quality
laboratory animals and experimental services to ETP. Dr. King-Herbert assists in the development and
investigation of new animal models such as transgenic mice and establishes the supply of such animal
models for evaluation of toxic and carcinogenic potential of chemicals. She also assists ETP researchers
in experimental designs, selection of animal models and final data evaluation in support of ETP studies.
Dr. King-Herbert will serve as Project Officer contracts for rodent production, rodent disease monitoring,
and rodent genetic monitoring.

Selected Publications

Hamm, T. E., AP. King-Herbert, M. A. Vasbinder. Toxicology in "The Laboratory Rat", American
College of Laboratory Animal Medicine Series, Academic Press (submitted).




TRAINING AND MENTORING

NIEHS Ranks as Third-Best Institution for Postdoctoral Training In a survey conduced by the journal The
Scientist, the Division ofIntramural Research (DIR) at NIEHS was ranked as the third best Institution in the
United States for postdoctoral training. Results ofthesurveywerepublishedintheFebruary
16,2004issueofthejournal. Thesurveywasbasedon over 3,500 usable responses from more than 48,000
invitations. Postdoctoral researchers were asked to assess their working conditions and environments by
indicating their level ofagreement with 45 criteria in 11 different areas and to indicate which factors were
most important to them. The most important factors were: comprehensive collections ofjournals and books,
scientific career preparation, high-quality research tools, smooth communication in the lab, quality research,
supportive colleagues, well-maintained buildings, scientific mentoring from Pls and laboratory technical

support.

Transition to Independent Position (TIP) Awards

The NIEHS TIP Award Program is designed for exceptionally talented new environmental health
scientists in basic, clinical or population-based (epidemiology) research who have demonstrated
outstanding scientific abilities during their training. The objective of the program is to provide a
commitment of support for the most promising new investigators early in their career while they
establish their independent research program in a research-intensive environment relevant to
environmental health sciences. The TIP investigators are expected to design and pursue their non
mentored research projects independently in their areas ofinterest. It is anticipated that the
successful applicant will use the award to establish an independent research programand obtain
preliminary data that will be the basis for a future research application. Specifically, the TIP
investigator is expected to use the preliminary data in the environmental health sciences as a basis
foraninvestigatorinitiatedresearchgrant (RO1)orequivalentto theNationallnstitutes ofHealth
(NIH) in an area of a science directly relevant to the mission ofthe NIEHS within the first 24

months after initiation of the award.

Dr. Daniel 1. Tomso, from the Laboratory of Computational Biology and Risk Analysis, received a
TIP Award in March 2004, based on his grant application "Detection of Polymorphic Xenobiotic
Response Elements.” His mentor is Dr. Douglas Bell, Laboratory ofComputational Biology and
Risk Analysis.

Kupper Dissertation Award Brian Neelon, a predoctoral student in the Biostatistics Branch, won the
"Kupper Dissertation Award" for the best paper published by a student in the University ofNorth Carolina,
Chapel Hill, Department ofBiostatistics. The paper was: Dunson, D.B. and Neelon, B. (2003). Bayesian
inference on order-constrained parameters in generalized linear models. Biometrics 59, 286-295. His
mentor was Dr. David Dunson. Dr. Dunson also received a mentoring award from the UNC Department
ofBiostatistics.

2004 NIEHSINTA Career Fair The Seventh Annual NIEHS/NTA Career Fair was held on April 30, 2004 at
the Sigma Xi Center, Research Triangle Park, NC. A career development workshop entitled "Advancing
Your Career" was chaired by Dr. Beth Fisher, University of Pittsburgh, which was followed by panel
discussions. Areas covered included large and small biotech, academia, science policy, science writing and
grant



administration. Panel participants included Dr. William Schrader, Deputy Scientific Director, NIEHS;
Dr. Ester Carballo-Jane, Research Fellow, Merck; Dr. Greg Falls, Manager, Investigative Toxicology
and Pathology, Glaxo Smith Kline; Dr. Laura Healy, Veterinary Pathologist, Amgen; Dr. Ed
Lobenhofer, Research Scientist, Paradigm Genetics; Dr. Vicki Burnette: Senior Informatics Scientist,
OmniViz, Inc.; Dr. Gwen Spizz, Group Leader, Experimental Cancer Biology, Gene Network Sciences;
Dr. Geraldine Hamilton, Director, Cell Products, Cellzdirect; Dr. George Stancel: Professor and Dean,
Graduate School, University of Texas, Houston; Dr. Delores Grant, Assistant Professor, North Carolina
Central University; Dr. Deborah Lycan, Associate Professor, Lewis and Clark College; Dr. Roni
Kingsley, Associate Professor, University of Richmond; Dr. Conrad Mallia, Program Officer, NIAID,
NIH; Dr. Dennis Lang, Deputy Director, Division of Extramural Research and Training, NIEHS; Dr.
Julie Wilberding, Grants/Program Manager, Department of Defense; Dr. Nancy Sung, Senior Program
Officer, Burroughs Wellcome Fund; Dr. Sheila Newton, Director, Office of Policy, Planning, and
Evaluation, NIEHS; Dr. Albert Teich, Director, Science and Policy Programs, AAAS; Dr. Sharon
Hrynkow, Acting Director, Fogerty International Center, NIH; Dr. Angela Eggleston, Editor, Nature;
Mr. Allan Coukell; Dr. Evelyn Strauss.

There were more than 230 registered attendees from universities and research institutions in the
Triangle Area and the rest ofNorth Carolina. The NIEHS, Sigma Xi, the Burroughs Wellcome Fund,
Biolink Life Sciences, and Kelly Scientific, cosponsored this event.



LABORATORY OF NEUROBIOLOGY

In March 2004 a new Laboratory ofNeurobiology (LN) was formed at NIEHS in the Environmental
Biology Program of the Division ofIntramural Research around five existing investigators (Dr. David
Armstrong, Dr. Perry Blackshear, Dr. Serena Dudek, Dr. Jean Harry, and Dr. Jerry Yakel) from the
Laboratories ofMolecular Toxicology and Signal Transduction who have expertise in neuronal and glial
signaling at all levels of mammalian brain organization: from cells in vitro to behaving animals,
particularly as it relates to cortical synaptic plasticity and inflammation. In addition two new tenure-track
investigators are expected to be recruited in FY04-05.

The Laboratory mission is to investigate the cellular and molecular mechanisms that allow the nervous
system to adapt to the environment. These mechanisms are examined within the framework of both
normal and disrupted development and aging. Initial studies will focus on the molecular mechanisms
regulating neuronal and glial cell development and function, and the cellular consequences of disrupting
those processes. Neurobiology is an integral part of environmental health sciences. Disruption of
neuronal development and function produces life-long effects on human cognitive potential.
Consequently both early learning disabilities and later neurodegenerative diseases associated with aging
have become major public health concerns. Because many of those neurological disorders show low
concordance between monozygotic twins, such as attention-deficit hyperactivity disorder, Parkinson's
and Alzheimer's diseases, environmental factors are implicated in their pathogenesis.



DIR AWARDS AND HONORS

Dr. Mariel Birnbaumer (Laboratory of Signal Transduction) was an invited Speaker at the Keystone
Meeting on G Protein Coupled Receptors, Taos NM, February 17-21 2004; and was named Associate
Editor of Molecular Endocrinology.

Dr. Colin Chignell (Laboratory of Pharmacology and Chemistry) was named to the editorial board of
Photochemistry and Photobiology.

Dr. Michael Cunningham (Laboratory of Pharmacology and Chemistry) was invited to present the
Plenary Lecture, "Gene Expression Changes in F344 Rats Following Exposure to a Pharmacological
Dose of Acetaminophen™ at the International Symposium on Molecular Toxicology and Environmental
Health, November 5-8,2003, Lucknow, India

Dr. Marilyn Diaz (Laboratory of Molecular Genetics) received the Presidential Early Career Award for
Scientists and Engineers, from the Office of Science and Technology Policy at the White House, April
2004.

Dr. Thomas Eling (Laboratory of Molecular Carcinogenesis) received the 2003 Japanese Society for the
Promotion of Science Travel Award.

Dr. Dori Germolec (Laboratory of Molecular Toxicology) received the Outstanding Young

Investigator Award for the Immunotoxicology Specialty Section, from the Society of Toxicology,
March 2004; and was named to the editorial board of Toxicological Sciences.

Dr. Joyce Goldstein (Laboratory of Pharmacology and Chemistry) was named Associate editor: Journal
ofBiochemical and Molecular Toxicology; and was named to the editorial board of Drug Metabolism
and Disposition.

Dr. Michelle Hooth (Toxicology Operations Branch) was elected to the Education Committee ofthe
Society of Toxicology, February, 2004; and became a Diplomat ofthe American Board of Toxicology,
November 2003.

Dr. Kenneth Korach (Chief, Laboratory of Reproductive and Developmental Toxicology) was awarded
the Transatlantic Medal from the British Endocrine Society; was Keynote speaker at the Yale Center for
Musculoskeletal Disorders Research Day, Yale University Medical School, New Haven, Connecticut;
and was Keynote speaker at the 5th Japan Conference on Hormones and Cancer, Osaka.

Dr. Stephanie London (Epidemiology Branch and Laboratory of Respiratory Biology) was elected to
the Executive Committee, Environmental and Occupational Health Section, American Thoracic
Society.

Dr. Jeanelle Martinez (Laboratory of Computational Biology and Risk Analysis) won the North
Carolina SOT President's Award for Research Competition at the Fall NCSOT meeting.

Dr. David S. Miller (Laboratory of Pharmacology and Chemistry) was named Associate editor of the
Journal ofPharmacology and Experimental Therapeutics and the Journal of Experimental Zoology.

Dr. Yuji Mishina (Laboratory of Reproductive and Developmental Toxicology) was invited as a
keynote speaker at the 5th international conference on Bone Morphogenetic Proteins, September,

2004.

Dr. Jingbo Pi (National Toxicology Program and NCI at the NIEHS) received the SOT

Carcinogenesis Specialty Section Postgraduate Fellowship Award for 2004.

Dr. James W. Putney (Laboratory of Signal Transduction) will give the annual Newton-Abraham
Lecture in Medical and Chemical Sciences at Oxford, England, Spring 2004.

Dr. Melissa Rhodes (Toxicology Operations Branch) has been selected by the American Association for
Cancer Research to attend the Edward A. Smuckler Memorial Pathology of Cancer Workshop in Aspen.
This workshop provides an intense, one-week course on the



molecular and morphologic aspects of human cancer for scientists working basic cancer research. Dr.
Nigel Walker (Laboratory ofComputational Biology and Risk Analysis) is President-elect of the North
Carolina SOT (NCSOT) for 2004.

Dr. Allen Wilcox (Epidemiology Branch) has been invited to give the keynote address at the 19"
International Symposium on Epidemiology in Occupational Health, to take place in Norway in
September 2005.



INTERNATIONAL ACTIVITIES IN THE DIR 2003

Dr. Kamel Abdo (Toxicology Operations Branch) has a collaboration with scientists at the Center
for Environmental and Occupational Health Sciences, Birzeit University, Ramallah, Palestine to
determine indices of nutritional status of children; and with scientists at the Department of
Community, and Occupational Medicine, Ain Shams University, Cairo, Egypt, to investigate the
association between pesticide use in Egypt and occurrence ofdifferent cancers among Egyptians.

Dr. Trevor Archer (Chief, Laboratory ofMolecular Carcinogenesis) has collaborative research
projects with scientists at the Child Health Research Institute, University of Western Ontario,

London, Ontario, Canada to perform a functional analysis of CpG methylation in the BRCAI

promoter region.

Dr. David Armstrong (Acting Chief, Laboratory ofNeurobiology) has a collaboration with
scientists in the Department of Physiology at the University of Edinburgh to study the structural
basis for potassium channel regulation by the cAMP-dependent protein Kinase.

Dr. Donna Baird (Epidemiology Branch) in collaboration with researchers at the Finish Institute of
Occupational Health, Helsinki, Finland, to study changes in fecundability over time and fertility affects of
solvent exposure and pesticide exposure among men and women in the Agricultural Health Study.

Dr. Douglas Bell (Laboratory of Computational Biology and Risk Analysis) was an invited
symposium speaker, at the 4 International Conference on Environmental Mutagens in Human

Populations, Florianopolis, Brazil, May 2003.

Dr. Perry Blackshear (Director, Office of Clinical Research and Laboratory of Neurobiology) has
collaborations with scientists at McGill University, Montreal, Canada to study genetic modifiers of insulin
action with PHAS-I knockout mice (which were developed at the NIEHS); with scientists at the Institute
ofImmunology, Biomedical Sciences Research Center 'Alexander Fleming', Vari, Greece to study interactions
between TTP knockout mice and TNF and TNF receptor knockout and knock-in mouse lines; with scientists
at the Institute of Clinical Biochemistry and Pathobiochemistry, Medical University Clinic, Wiirzburg,
Germany to study P38 kinase -TTP interactions using TTP knockout mice (which were developed at the
NIEHS); with scientists at the University ofManchester, UK to resequence the promoter and exons ofthe
ZFP36 gene, encoding TTP, in University ofManchester population ofpatients with well-characterized forms
ofjuvenile rheumatoid arthritis; at the University of Udine, Italy to resequence the promoter and exons of the
ZFP36 from patients with rheumatoid arthritis who either responded or didn't respond to anti-TNF therapy;
with scientists at the University of Zurich, Switzerland to study interstitial cell MARCKS and MLP
expression in the normal kidney and in kidneys ofmice with fibroproliferative diseases; with scientists in the
Department ofApplied Biochemistry and Biology, Faculty of Agronomy, Gembloux, Belgium to study
interactions between bovine leukemia virus, HTLV, and TTP in the pathogenesis ofbovine leukemia; with
scientists in the Division for Immunology, Zurich University, Switzerland to evaluate TTP and TNF mRNA
kinetics and responses in farm children exposed to low or high endotoxin levels; with scientists in the
Department ofMolecular Genetics, The Weizmann Institute of Science, Rehovot, Israel to work on MARCKS
and MLP in animal models oflissencephaly syndromes; with scientists in the Department ofVeterinary
Microbiology,
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University of Saskatachewan, Saskatoon, Canada to work on Trypanosoma congolense infections in TTP
deficient mice; with scientists at the University of British Columbia, Canada to evaluate telomere length
in mice deficient in a RECQL helicase, which may have a cancer-susceptible phenotype; with scientists
at the Zentrum Molekulare Neurobiologie, Universitat Hamburg, Germany to study MARCKS
interacting proteins and peripheral nerve migration; and with scientists in the Department of Pathology,
Yonsei University, College ofMedicine, Seoul, Korea to work on mononucleotide repeats in MARCKS
sequences in colon cancer. Dr. Blackshear also has a Cooperative Research and Development Agreement
with Oxford Glycosciences, Abingdon, UK to look at proteomics modifications in diabetes as indicators
of disease status and status of complications.

Dr. Colin Chignell (Laboratory of Pharmacology and Chemistry) has a collaboration with scientists at
the Department of Pharmacy, University of Sydney, Sydney, Australia, to study the mechanism of
phototoxicity of Lamotrigine (3 ,5-diamino-6-(2,3-dichlorophenyl)-1 ,2,4-triazine), a new
anticonvulsant and antidepressant drug.

Dr. Glinda Cooper (Epidemiology Branch) is currently serving on the World Health Organization
International Program on Chemical Safety (IPCS) Task Group to compose the Environmental Health
Criteria "Scientific Principles and Methods for Assessing Autoimmunity Associated with Exposure to
Chemicals." Dr. Cooper is collaborating with scientists in the University Health Network, Toronto,
Canada, to study genetic and environmental factors involved in the development of systemic lupus
erythematosus (SLE).

Dr. William Copleand (Laboratory of Molecular Genetics) is collaborating with scientists at the Unit
ofMolecular Neurogenetics, National Neurological Institute "Carlo Besta," Milan, Italy, to study the
consequences of mutations in the gene for the human mitochondrial DNA polymerase that cause
pro